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DETAILED ACTION 

Claims 1, 7-9, 14-15, 19-30 are pending. The amendment filed 3/15/04, amended claims 
1, 9 and 15, cancelled claims 4, 13, 16 and 17, and added claims 19-30. 

Continued Examination Under 37 CFR LI 14 
A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 4/15/04 has been entered. 

Response to Arguments 
Applicant's arguments with respect to claims 1, 7-9, 14-15, 19-30 have been considered 
but are moot in view of the new ground(s) of rejection. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 27-30 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the enablement requirement. The claim(s) contains subject matter which was not described in 
the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. The instant specification 
does not provide support for alkylene oxide, ethylene oxide, and hexitol anhydride as excipients 
in the instant invention. Page 9 of the specification teaches alkylene oxide, ethylene oxide, and 
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hexitol anhydride as reactants in condensation reactions to produce excipients, but the recitation 
of alkylene oxide, ethylene oxide, and hexitol anhydride as excipients is not supported. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1, 9, 14, 15, 19-23, 26-27, and 30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Gevirtz et aL (5,635,204) in view of Nelson et aL (5,840,731) and in view of 
Needham et al. (6,261,582), and in view of Caruso (5,891,885). 

The instant invention is directed toward a composition comprising ketamine and 
morphine and a pharmaceutically acceptable topical excipient, wherein the excipient is an 
aqueous excipient or a gel excipient, and a method of providing analgesia to a mammal 
comprising topically administering an effective dose of ketamine in combination with morphine. 

Gevirtz et al. teach a method for transdermal induction of anesthesia, analgesia or 
sedation by simultaneously, transdermally administering fentanyl, an alpha adrenergic agonist, 
and ketamine. Disclosed is a method of inducing anesthesia comprising transdermally 
administering via a transdermal patch to the skin an amnesia producing drug selected from 
scopolamine, ketamine, and benzodiazepines, and after an amnesic state is produced, 
transdermally administering amounts of clonidine and fentanyl. Exemplified in the patches are 
carriers. Thus, the instant invention and Gevirtz et al. both teach a composition comprising an 
NMDA receptor antagonist (ketamine), an analgesic (fentanyl), and an excipient/carrier 
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(polyisobutylene), and a method of applying the composition to the skin. See Example 1; Col 5, 
line 35-Col. 6, line 50. The reference lacks morphine, preferred excipients and the percent 
weight of ketamine based on the total weight of ketamine and morphine. 

Nelson et al. teach a method and apparatus for administering analgesics. Fentanyl and 
morphine are disclosed as interchangeable analgesics that act on opiod pain receptors. See Col. 
4, lines 11-42. 

Needham et al. teach surgical methods and compositions thereof. Fentanyl and morphine 
are disclosed as interchangeable and combinable analgesics. See Col. 2, lines 60-64; Col. 15, 
lines 24-26. 

Caruso teaches pharmaceutical formulations for treating migraines. The reference 
teaches creams, gels, ointments, lotions, and transdermal patches as interchangeable formulations 
for topical administration, see col. 6, lines 26-32. The reference teaches that such compositions 
can be formulated with an aqueous or oily base with the addition of suitable thickening, gelling, 
emulsifying, stabilizing, dispersing, suspending, and/or coloring agents, see col. 6, lines 26-32. 
For sodium carboxymethyl cellulose, methylcellulose, hydroxypropymethylcellulsoe, gum 
acacia, condensation products of ethylene oxide (wetting agent) and others as excipients, see Col. 
7, lines 8-27. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to substitute the fentanyl of Gevirtz et al. for morphine because a) Gevirtz et al., 
Nelson et al, and Needham et al. are all directed to analgesic compositions; b) Nelson et al. and 
Needham et al. teach morphine and fentanyl as interchangeable opiod pain receptor analgesics; 
thus, one of ordinary skill in the art would be motivated to substitute morphine for fentanyl in the 
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compositions of Gevirtz et al. because of the expectation of producing similar analgesic effects 
via the opiod pain receptor. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to exemplify the transdermal patch of Gevirtz et al. in an aqueous or gel excipient that 
is applied as an aqueous solution or gel a) because Caruso teaches gels, aqueous solutions, and 
transdermal patches as interchangeable formulations for topical administration of a 
pharmaceutical for relieving pain; b) because of the expectation of achieving a product with 
equivalent pain relief. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to teach ethylene oxide, as taught by Caruso, as an excipient in the compositions of 
Gevirtz et al, because of the expectation of achieving a formulation, wherein the surface tension 
of the liquid is reduced, thereby causing the liquid to spread across or penetrate more easily the 
surface of a solid (function of a wetting agent). 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to teach the ketamine of the combined references as comprising 0.1-5% of the total 
weight of ketamine and morphine because it has been held that where the general conditions of a 
claim are disclosed in the prior art, discovering the optimum or workable ranges involves only 
routine skill in the art. In re Aller, 105 USPQ 233. 

Regarding claims 1, 7-8, 19-20, 23-30, it is respectfully pointed that a recitation of the 
intended use of the claimed invention must result in a structural difference between the claimed 
invention and the prior art in order to patentably distinguish the claimed invention from the prior 
art. If the prior art structure is capable of performing the intended use, then it meets the claim. 
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In a claim drawn to a process of making, the intended use must result in a manipulative 
difference as compared to the prior art. See In re Casey, 152 USPQ 235 (CCPA 1967) and In re 
Otto, 136 USPQ 458, 459 (CCPA 1963). In the instant case, the intended use does not result in a 
structural difference. 

The claims are directed to a method of providing peripheral analgesia and not central or 
system analgesia to a mammal and a method of providing a tolerance attenuating analgesia to a 
mammal with pre-existing tolerance to an analgesic comprising topically administering a 
composition comprising a tolerance-attenuating dose of ketamine in combination with morphine. 
Any properties exhibited by or benefits provided the composition are inherent and are not given 
patentable weight over the prior art. A chemical composition and its properties are inseparable. 
Therefore, if the prior art teaches the identical chemical structure, the properties Applicant 
discloses and/or claims are necessarily present. In re Spada, 911 F.2d 705, 709, 15 USPQ 1655, 
1658 (Fed. Cir. 1990). See MPEP 21 12.01. The burden is shifted to Applicant to show that the 
prior art product does not inherently possess the same properties as instantly claimed product. 
The prior art teaches application to the skin of compositions containing the same components as 
instantly claimed, which would inherently provide peripheral analgesia and not central or system 
analgesia as instantly claimed. Applicant has not provided any evidence of record to show that 
the prior art compositions do not exhibit the same properties as instantly claimed. 

It is further respectfully pointed out that a compound and its properties are inseparable 
and since morphine is administered by the above prior art in the same way as that in the instant 
invention, the morphine of the prior art functions through the peripheral opiate receptor. 

Claims 7-8, 24-25, 28-29 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
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Gevirtz et al. in view of Nelson et al., Needham et al., and Caruso as applied to claims 1, 9, 14, 
15, 19-23, 26-27, and 30above, and further in view of Kaneko et al (Anesthesiology '94). 

Gevirtz et al., Nelson et al., and Needham et al. are applied as discussed above. The 
reference lacks a local anesthetic. 

Kaneko et al. teach the synergistic antinociceptive interaction after epidural 
coadministration of morphine and lidocaine. See background. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to add the lidocaine of Kaneko et al. to the composition of the combined references 
because of the expectation of achieving synergistic analgesia, and hence, enhanced pain relief. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lauren Q Wells whose telephone number is 571-272-0634. The 
examiner can normally be reached on M&R (5:30-4). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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